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temzmfe£tiz>k<DXtefj;<, ^nm5&mmzMwxz&mi$.xhthit£\\ l 
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mm^hr^m&mmmi^M^n^mm6(Dmm^}t^x, mwtwm 
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±5*Ufc.fc5fc:, AXJK«—fifl2S:3cJfrr5^ti*Ji5^^$*v"rv^ 0 
[0051] _his^:^®5}*, 7k^^a^i-§ci^^^# x lo, Ailinrnfi«l2*r^m- 

[0052] J:8B3fc#Ji5©J?t£Hu #fcl£j££;h^fc©^r*£V^ 50nm£*_h % 2mm^K 
feS^W^UC 100nm^±, lmmWT-CfcS-t^^^m^bV^ 

&mttzis<Dnffimfemm&m^zzb&^mbtj:z>o tit. , 
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[0053] ^ ^&ms(DBj&xmzm^mfe£tiz>i><Dxfcfj:<, ft&'£%a<Djjmzm\<^ 

[oo54] ±mmm3(D^ii4xwm^tcAiLmn~mm2^r^mm8m^mb^^b 
kxx>. mxjimn~mm&M4k^±ytnx±m^&m5imm£it, 
m5_tx3L&'fz>z.btfx%z> 0 z.th^£v. AxigK-mm2^, ±mmw3brm 
wmb<Dmxi£t)mft3bz>w&x%, ±.m^.mm^\z.-xn^x±.r^ \^m-r 

[0055] <mmi%gfi®tt> 

mm&&%!>mates mi^^m3\z^-rx^ ± : mmmb&mb<Drmz.mw 

m&mi®matm*tiz>^bfc£<o, x^wtj;?^ ±mmm 3(Dr^rmmm 

[0056] ±mmmi&$fmt7 a te, ^mmm^xximmecomKm^mm^^u r 

iT7kmmwm^fi£bte<>x\,^mi$%mifz^btfx%z 0 ^xrmmmit± 
mfmm^m^7ab±mmm3b}&m6bxi:mm~mm2bx^m^ru^bb^ 
6„ ^<d£?{^ Tm&W8t>mctiQmbts:z>z.b^£V)s ±m-mmbTmmm8b<n 
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[0057] *^Jg<D^-effiVN6ti^>±IB^Pi^§P*t7af*, ±»iT«Pi:* s H! P LTV^ 

&cj£/££*b*:AXJig®XMl2^ T»«««t^^Tf, Jg^6K7&&£;frfc£ 
jgH-J:^ Rft©^^i-5^^36S«t«5^f*U<, ^tf>l*l^te, 0. 25mm^_h. 2 

[0058] ^:^^g<D^S-efflV^^>H?>^Pa^$l5M7a«, ±SB±»«W3*5J:tJ«li5*R6©||| 
XJiiS~miK2^T^^f8{B!l^l^b*^-t^-e#^<^i:^oTV^§ 0 

[0059] j-^tctt, m2 (a) mmi%wmt7a^£^&£tiz>mm&'bt5< 
utJtfttsrx*. mmmmi2&±mmm<z>&iL4fcmiti-rz> B ^<d#, 02(b) \z^r 

±IE^filSrA#<i-5^, AXIIB*tz:fiJBt2±«PJ;9±»»«f3©7K?Si** s 
T«^f8«l!:«EAU AXJffi«ziKJR2^T^rid»fe^«f»5tSM*i-5. cico 
^B-eAXJ3g®-fiJ^2«^®5^j;i9S^n2>o MPH««HSfWt7a 
ds^i"5raHSS:^b$*5^mJ:«5, AXJ^«XM02£ffi3i»j&-r2Ki^ 

[0060] Ufc#oT\ XfBP^PS%^kRr^«CP^Pi^§P*t7aiLT^ #*H-5WIH«:3g 
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[0061] IU3{c:^-rJ:p^, f^Pi^§P#7a*5J:tJ?M6^fflv^T^«8^^ 

U Bim#r&^£±^i£M3<DjSffi9TlM^ 

w&m^xwMis^ttmifim~fhfvb 0 

[0062] <«^f+PJgp-T-^§15> . 

±fBm^tfffi'J§|3(«^tfaiJ#^) I3^±^1f 3{cim^^t^^^«9, AX 

[0063] m^mm30)£V)Mfc&}?mf&kLx^ mz.it. mi^-r^i^ ±mmm 

miz.wmznznmnm^-r) b^$sMj$zmif%~b&xzz> 0 mmisb^x 
ra, wmt \ Ag-Agcim^^^tf bfc%tmwm£tiz>h<DXi-it3:\,\ mmm 

x%z> 0 

[0064] ±mnffi.nmm3&±mmmiznnmmmirz > Wi&ia^ rmmm 

T?§«a§8K:«*£l6£&AU -©S«16l::T— 
[0065] £fc, ±iE**Wffl»l3tcj:|?m»^^i-5AfrW*^fet2:ov^. flffclR 

[0066] <7t^SM> 
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mmifhti^tm^m&ti^h(DXi-t^\ 
[oo67] ±fcft^m®@ti7\z£zm.mtLx^ mz.&. tf—hvmmzfts&XMMLiz 

fimi&£nx\ f ^b*ft¥mwMi7fc£vmmttzbh-5smxfoz>o z^i^ i&yt 
mmvtcm^m^tcxi:mm~mm2^m^xmm^(DW}^mm^^th 

[0068] <^-^-Hvv> 

z>z.ttfx$% 0 -tftfrib, 4^>^^^m^AytLXJimwr.mm2^m^^x, 
4^^*/v%^x^fh&m^%Ym^mmb^ 

mny.\^W(ommmm^tdo-r^bi)^mbti:^ 0 
[oo69] _htBAxj3i«-fij^2^m^m^^-^-¥^tt. ^m^hmm-mm^ 

K.Y£ X NaV-Y^vK K + ^**/K Ca 2+ ^-Y^K T^^^-Y^VK yTVvV 
[0070] -r^-^-v^^±IBAXJ3g«XMJII{cSfe^tf*'^, t££^&<^fe£J^ 
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[oo7i] (2) AJimw-mmMf&n&m 

m^s ^mm^^m^nmmm^^^x, tw&mv&mzBf&ztbx^^ 

[oo72] Afrw^tt, *mn<DMmx~te, ±mmmi^mnma^K ±mmm 3^xv^mm. 
e>(omm*mk^mtmj$.b^x\^ 0 ^-c\ umm^nm^ab^xw^w-^ 
um^tcm^. w&fc<D±TXfa<Dimzmm\^x±mr$m&mk&it. 
£VAJLmw-mm2%mmfcmj&^zmm\^\<^xmw-tz> 0 

[0073] mmz. ±mmw3te£xfTmmm8z±m7kmmxmti^x$d< 0 &^m2(a) 
i^-r^i^ mm{%&&U7 a %:i&%§£ittzvtnx\ shu^ctmmmmm^&m 
m~rz> 0 ^(o^ 112(b) izm-f£?ic ±m-mw3&&*iz%\$±.ifz>^kiz£'Q. ± 
mmms(D7kmm^AJimmr.Mm2(D±m^brmmm8^A^^ Aumm 
-mm2&Tjriz.Bb& 0 ^<D£?{zvx, AT.mw~mm2&3c&m5tm<k^xn 

[0074] ^<d£?^ mm&&Mma%im^x±m$m&mk£itz>z.bfc£<9^ Ax.m 
mr.mm2&mpmxKmirz>z.b&x%z> 0 ^tc.&m<D£?iz.±.mmm<vj£yj$: 
m<\^xAiimM-mm2^r^mmm^Btb^^m^bit^<x^i,tiAj:m 
w~mm%Km-rz>z.bmx%% 0 ±mmw3(Df±ti^m<ir^mx^ mm 
^^cfev^T. Ai:mm~mm2(D^m^-'^^\ nxxn^^^mi^ 
fh\zM<^iiAmm<Dmm9(DmwtHnMz.wm^x^ Anmwr.mm2^Mm^ 

[0075] tshK, ±mmm<oj±t)&n<i-z>j}mxi^ mmnM^^^x, &m&mffl 
irsM-fr. ffim<v'b^^AJLmn-mm2(D\&mz'&frz>ia-i, frKVA^i&jj 

mm%wmi-z>z-btf&^xhz> 0 mz.y£s m&&5ootMm<vAj:mM-&m<D$i 
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[0076] Ssfc, ±«30tW3^#a^R-e*>5©fc#b, T«Sftfll 8tt, AXJ3lf|XMfll£2£_L 
[0077] Ufc^ot, «§5JI fctt. ±fBO^M-C\ AXJ3g«-mj^2^^-T5^^^* 

j&mmom (/h*u) #7&fc**vcv ^_L«*af 3tTSpj«w 8£&/b v ^ c rmmm 

8fci\ ±*««3(DT:fcteett$jh^ AXJg«-mil2S:^^S^I#«5S:*n5fc 

tbTVVSo ^^±IB^PSi*#^7a«_h^|g^f3*5«i:^M6<D^PS^b^ 
t/iotv^, ^Wt^*x5AXUB«ZimJHW>^ric*ifeH:, ±iEJH0/&fflPgn 
§15 (/Jn?L4) OJb^W3^iJ^J;^T^^W8iBfl0^ffi^^^Urc^^i:Ufc 
±T\ _blHP^PSSr/J^<Lfc^T% JffiSB^12&a^i-5JIB«*iftS&fcX@i\ 
XIM PB£ A#<-T£^ K: £9 s AXffi«xmi2Si»fl;b^l»T?^* 5 (dg 
jtt$*5JK«JRf»ftXei:Sr^tf. 
[0078] (3)^PJ<Dffl^ 

roj:5^«PJ^^^^mM^B{-^VNT«, jf^bfcAXj!gKxm^2^ 
iO^S^-fr-S^^-trtStDT-, ^V^^^AX|gKXJil^2m^^A/ 

[0079] ^n^^^^tSi^f^lrfrW^ffll©- ^J^ov^t^K-rst, 0d*.tf 
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[0080] <4*l/^*A>#l"*9%\±* mmb£<. ^ifi-^<TC»*fflfla^^UTV^ 0 t£o 

[oo8i] *fc, ^Eta&»a^mftw>£a£«tt, AJLmw~mm2<Dm±.(D^-'<?m-? 

[0082] mm<DW®2i 

vz3oitz>nm<Dm<Dxm^\< ^t, m4&v m_ei6 t-s^v vrtBsn-rfttf 
[0083] @4«, ^^^d^^fifcom^^^gomiB&o#^^^®f®iii-efc'5„ in 

5tt, H4fC^i"|»jaE^I»OJ:«9AfrW*«^**i-|»ffiH-T?*>«o 06(a) • (b) 
[0084] (l) AXJK«-fi«^i-5«i5taiS3gfllOflfcO^J 

[0085] <WBB«j*SFP«-> 
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[0086] <m&nmn> 

mf±mfiUno\^mM6^xxf±mmm^m^7wm^tix^m^ti^rm 
mw8<D\m®(D&£>&. ±mmm3(D}£fi£v&<x%znf&x&ti\zmzm7£&ti 

itmu ^^hrmmw8^^m\ir^t^x^xm^M)^-r^m^mif 

[oo87] j:wei^j£^moo£^ft:^^^ 

m^\^m^titc^-^22^mn^(D^-zf22^vxmm(m\^^ 
m^ir)&mMirzmf&%mif%^ttfxizz> 0 r^cit9 N mmx, m\o2i 
3sxx£^~— ^22^L-xrmmm^h7^mm^m.^\u rmmm^^m 

[0088] ±mm\ p 2kd M:fcfotemm%mzmfe&tiz>h<DXteft<, r^mm^n^ 

<Dn%^-rz>Mf&xhtut£\<\ m\ Q2i%ffi;j$irzxmh<®Mm£tv5 

[0089] ±m^-zf22(DM^^m^hm^m^tb^(DXi-i^:<, m^m^mn^ 
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coo9o] ±jg.y&m<D Mc{bmteMm>wfcmfe£thz>hv>x»nt£<, m.$\ n 21-^—^2 
m^-mt\^x\t, mz.&. t°^yK ^rsi>mftmfhfrz> 0 mm<DU 

[oo9i] h^^m)±M^M(DM,wwmm-t, ±mmmzmfei5*iz>h<Dx&fj:< s rm 

[0092] (2) xjimw - mmxm<D^)m 

t^Tv^/J^7L4^cAXJigs-mi^2^?f^i-5^JllI^^g6(a) • (b) \z.m^^xmm 
[0093] £i\ ±mmm 3te£TfTm&m&±m7kmmxmtcvx&< 0 mz % m6 (a) k 

/J-7L4[c±|S|gS^l2^^Mi-^o ^(D^ 06(b) T 
83^!fM;ioW3P2^| n21^bT. ©51 P21 ^g^tWtlll^U^ 

^^.-^22joi«§ifp^v>TT^^f 8^h^m^m\-r^o aniz^ _t 

z:mi^2^T^^^btfo :kd£5^u-C AiJ§§Sf-MIIll2^;£^)i5^MUT^ 

[0094] ^£5^ ±m&W 3&£XFT&WiW 8\Z.l±±>m&W!.rth^b\Z.Zy) s J±jm<Vt£ 

v>#^{cjt-<, Anmw-mm2^mfj>mxnmi-^t^x^ 0 tut, ±mmm 
3(Dj±tt^M<i^xBtim^mif^m^tit-<x, ^mmmm^mx^ 

{^±mmm3(Dj±Mm<^xAi:mw~mm2^rmmmm^mb±^m^t 
^x^mmmm(D^mxn^m^tcAJLmm^mm2^m^i-^t^x^ 
ztthiz, mm(D^^xiimw-mm2^m}^ir^tMzmm^^<^x i L^ 
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fcsi^otv^. ^(otzjsb, mte^\tt&mx«h^tz.mm6iz¥fttj:%fa^ ax 
mn-mm 2^^-r^<Dx\ aiii - mM:2(Dm^^^-m n±.-tz>^t 

[0095] Lfc^ot, \a-t, ±m<Dmwx\ axm - mm2^m-r^mh^ 

^nmb^m^xm.mmm6^xm^m^wnu7bim^^t^x'onm^ 

m&&m mnn i^H4) <D±mmw3m^xx^rmmm siM^mm^mmt 
mvtcmmtvtc±x\ mmmm2zmm-rz>mmmmmmn:mk. m^mm^ 
(mj±nmmo)^m^^xrmmw8(D^<Df±ti^i&r^^tKx^), axsi 

[oo96] ^<Dx?i£^mn(Dmmiz.$o\^xh, mmmm^mitrnm^ mm^xumw 
=imm2mm^mtf£^tth^M^fh±xjimM=imm2^x^^^± 

m<Dmmitm^mm^\m-tz>-btfx%z> 0 
[0097] &mMmzmztetf%±mmmi&mm7b^ iM^m^^noo^ 
mx.tch<nxfooxh£\<^K mmmmmmitmm^s ±mmw 3^xx^im.6 
<Dmm^mit^mfmf^tm^^tcmm,t^x^^xhx^\ -r^%. ±ib 
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[oo98] ^mmm^^^xit. m5{z^ri^mm^^mm.ummn^m^tc 0 ms 
izm^xtfom-tzt. ±.mmw3tisTi$, mn&o. icm 3 r\ jk®9;&w&o. 2m 

m— 0. 3mm0^i;7 0 nt 0 lx^^^'b0^ffiV^Co JSfB9l31tt, fil^O. 15mmCD 

ftj$M7b©rtg(tl. Ommt% S£teO. 2mmXhotc 0 fflRf&&$tt*7b 
»4 % ^y=i-^=f Ad^5t>©S:fflv^ WBifiyWH-7bK:H:, K5I P2ifc. PJ£3! 
P 21 ^^cLTE^^50 a m^T^^yxh^/^n^i/^^— ^22i^ 

§i«fPiUTgsttufc. mmi6bvxfe s ±rmww<D\,^Tfh\zm^xh, a&^</v^ 

,^V^^^TV^°(CEZ-2400, 0*3fc®KD^V\ DATV=«— 

[0099] [Hife^J 1 : ¥^^Ca 2+ -fc#14K + ^-Y^/KDm^S'J^] 

_h^?£4f 333£X$T$gl&W 8iZ, lOOmM KC1, 10~ 9 M CaCl % lOmM He 

2 

pes (pH7. 4) Tk^^^r^fcUfCo 

[oioo] *<D'&, ±mmw3(Dmm9iz.j&j$£tLtc'bjL4\^ ^yr^/^vxsigmam 
)^20m E y^b^^i l z^^mM^tzmnmmmm^rc. o mm&, 
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[0101] ±m&m3te£T$Tmmm^mtc.~t7kmm(DCaci m^^imMK 

2 

[0102] mi3«, ^$ttfcAXJ3IK-mflf20^b^^TU^IS^LTV^ 0 AX 

mw~mm2 m * r-mj^j tmm tznm m*m& mvt'*/u>?n m * i> w 
14m, #^tt^im«E<7>M^— ®i5^Mm^:-m^#tt^i-o 014(a) 

TK^^lOOmM KCK 10" 9 M CaCl &*£ttWr&, 12114(b) ft, zkSSganOOm 

2 

M KCK ImM CaCl ttttifr&<DMM&>Y : l'*-*&&t 0 CaCl ^10~ 9 MXh^t 

2 2 

#^^-^^^/V^^cbtb^:^t?*)^)Olc*fU, CaCl ^lmMTfcS^^SW 

2 

£9, ^^^<^«^Ea!J^:^M : ^fflv>^>^i^t3:J;t9. 3c^U'cAXJ^SCxmflil2£ffij§ 

^^^^(^^^^^^^^^^^^^^^^^^(^-^•Y^/^v 
^^^)«220pS( = 220X10" 12 A/'V)-efcofCo ^CDffite, AII*^^yf 

-C#3^/^£tL5 0 £fc, AXJil«-mill2jl:T^T^n-^VvJS#^V^-^ 

[0103] [«^2:feT:^WT^^^V(alamethicin) ft^^7©M 

sin) m-^^mm^mmwm 

L^T^^v-^(Sigma$!0 <D^y-/l4«£, a^it^iO~ 8 Ma^t-^^a:5i- 
^]}->^(DT^/MK. Cy3^/^T>^>3i-/^4^ryb(Cy3 monofunctional dye 
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*A'*T&&'tZ>o **3x _LTiS*!flri2:»fc-f"*fiKKfcL"r»4, lOOmM KCU 10m 
M Hepes(pH7. 4)*jg?&£:fflV\fc:. 

[0104] ^^^mM'J^S^ffl^T^^^^^T^^^^i^^m^^lWjnf 

[0105] 016 (a) ^#^ttfcm3fettT^^i/V<D^3fe^tl^^ W^l^^aibOflJ^^ 

[0106] mtemz-.vr s&isto&m 

*i\ ±^&W3:fe<fct*T$g$ftJf 8t£, 500mM Na-^^V^/^^gfe, 40mM H 
epes(pH7. 4), 0. 01-0. 1 /z M Ca 2+ 7k^^fcbfc 
[0107] ^<DfL Jh|g$8ff 3<DjSffi9<D/h?L4^ ^^x^/Vrny^Omg/ml^Vlt 

i^PSLfc^Ifegl^^/i^tDAXjii^ 

y^Stftf^/KCa-f^) SrAXi6«XfiJ||2jm*iiA/^. 
^77^^/71) -cm3t««b*:« . *HJ^m-<^^^AXJi§«- mj^2 

[0108] #e>^fc^PJ<D«M'J^®^v^m— ^^/u«SESrai3£Uj;*se>, C y 5 
(T^^A7T/V^TM)T'^^fibfc:l-10nM^yTyv ? >(SigmaM) &K_h 

[0109] yTy-^V^affj^m^tOhW— ^(a) (III ^current J ^3£-r5(d 

)^V^TtPC), yry^^^-Y^/KD^^CbXiEI^, rchannelji**. 
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4 

' 1 

&&1rZ(e)\Z&\ t ^Xi>fflK)&£WT;V><D$kytm.(c) m$>. riigandj^^, 

[ono] sx±.(D£?\z^ *mwiz.frfaz>mmmMmm-£, Anmn~mm^ifi-i,xmt^> 

mwt. m±mmw<or^\zmm^ti^rmmwt^mx.x^^ ±mmw<Dmm 

mm%^wirz>3immfcmnbtix3d<Q, ^mmm^mwmmm n ^xnmL-tc 
xi:mmr.mjm^nm±\mM^x^'r^mmm^mmK^x, £^ 

m^&r&m&mnttbitmttxm, ±.uymmyt. mm^xnmm^mm^ 

com] ^fc, *&miz.frfrz>mMwmmmte, ax^h-mi ^vx^ti^>mm.^m\ 
j£*jmtirz>m,ffi.mfemwxhox^ ^mm^wm^mxh'Os mm^nm^m 
m nm^f$.tsfrx\,^±mtm m±mmm (Dr^mm^th±m^mm^ 

m(Dm^m^<Dmmimm^^iz.±mmm<Dmmtm^t^mm^x^m 

tmrtbtix\, ^mm,xh^x-hx^ \ 
[oii2] ^u-c ±m(Dmmz.$o\,^x. ±mmm<Dmnmmm pi^tmucaxj^sz: 

[oii3] ±m(DMmz£h& s rmmmmtk^xte^^tcib, 7kmwKDffi.mz.xzMW) 
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* » 

[oii4] ■ate, *&w\z.frfazmmmfemm'£. mm^xfmm^m^m^tix^m 

[0115] zhi^ &&miz.frfa%nffi®mmwfe. ±&tommmt&. ±mm&*Tfi 
p ^xm^tcA^mn~mm^rmmmmncmb^^<Dxh<>x-h^ \ & 

[0116] _LSE©«JteJ:*U;f, T^»©ft^©JEE;fc£©T$*5;i£fc<W. AXJJgjf- 

ite£.ttfi£X>&£\J/\ £tbte, ±IEiS#^y/Mi£>J¥$f2, 50nm^±2mm^T 
[0118] ±:K©*j£K:«fc;h,Wr, T»«fll©rt«©JBE**<ST$*-Cb, iSteH^/Hl 

[0119] £fc. ^0j(^^^m»j^g«, ±ejBegfifefflHi pifPoE^jft^ io M m 
[0120] £hi^ \zi>*i>*z>nmm%mm±* ±&&m.tmft&&ttz&&i>*b& 
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[0124] ^^§^^Mi-5/cfe(Da^^^(D^^V>T^bfcA#:^^Mmfc 

[0125] ^mm KfrfrzmMmfemmz, mz.it. ^m^m^-rz^^^/v^^ 

[0126] ^^^;v^^mt, mmh^<, fbz-r^x&mi&te&iBvx^Zo ^ 

[0127] ^^3®MJ^$l®te, AXJ3i«-fill2(Dj^±^^>/N 0 ^«-^ 



WO 2005/029054 29 PCT/JP2004/0I3671 



WO 2005/029054 30 PCT/JP2004/013671 

t&mx.xm. ±mmm<Dj&ma^m&}&mmnmmj$£tix\;^tth^ r 
mmm<Di&mia^ xx.mmr.mm^x^'t^wm^mifbfixm, ±mm 
mommj&m m r nx^mvtcAx.mw - mmzx&m timmz&x^-rz 
nffimimmm^^^x, 

±M©Mffi m p nxnmvtcAJimmr. mm *Tmmmnmtb&£ 
z^kicxv, mxj:mwr.mm&mikLtcvtMx^mmfcmmt5 j tt, 3z&m±x 

[2] JS«:fcJ;OT1l^:f^^^ 

^mmmm^^m^xm, 

[3i ±mmmm^m-i. ±mmm^wm^^m^th, ±mrmmm^h^m^. 
ot»5pjbi pi, mm.B\ mzmm&ti. rmmw^^mm^miir^m.^ 

M ±mmmi%mi®tfte. ±mmw^x^momm^mt^mtfj:-oxm, mm 
[5] ±mmm&mmn^frfrbte<>xm. ±r^m^mk^xi^^k^¥f 
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[9] ±mm^0.mm n^mmK 10 vm^±.5oo»m^Tx frz^tzmmtirz 
[12] ±mAJimm~Mm^^^\^^^t^wwLt-r^m^mi-ii<D{n 
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